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[W&tMI] << y*-U4*Zs-G (IL-6) 7>#:?-* 

;w/t#T*&s 3 £ -r 2 \zmM<D^Mx&mmfflo 
•r £f»^ 2-5 © v^-rti** i ^icgBtt^^B&xttt&acSff.- 

[ff^8] v?*iL-6^#:tc*f-f s^ey ?a-^;i/m##MRi6-im# 
tit: hS»T-^5lt &4$»£^5»^2~4©i^;|x*M3glca3*© ; 3* 

& 3 £ s: 4$& t -r £ 9 tcia*©^ ® x temmm* 

(mi i] w&&. &&m&v%>&. tt^i ~i o©v^*i^i^c 

5ll*l»#««J«!lS!I. 
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[0 0 0 1] 

XmrniZJ yZ-UJ-*l/-G (IL-6) 7>^^-Xh5:fM^i:tmt 
[0 0 0 2] 

il-6^b (BSF2)$>^>\,Ht^y^-y^uy 02 t^^tit^ 

LT^gJlStl (Hirano, T. et al., Nature (1986) 324, 73-76 ) , S 
(Akira, S. et al., Adv. in Immunology (1993) 54, 1-78) 0 IL-6&, T V y 

^m&MM(D&mfczmm?&z£i)m&ztiT^z> aotz, m. et ai., j. ex 

P. Med. (1988) 167, 1253-1258) 0 
[0 0 0 3] 

. IL-6^^t"S^*^80kD©U^> F^ttge®©IL-6^#T'fe«> (Ta 
ga, T. et al., J. Exp. Med. (1987) 166, 967-981, Yamasaki, K. et al., Sc 
ience (1987) 241, 825-828). IL-6S^#tt. «I$:SibtaM±lCM 

ftlCgpl30 T*2bZ>o lL-6£lL-6^mZlL-6/lL-6%^ft&&fa$:mmV. 
-£gpl30 £&&ir2>Z\ZHZ£ »; % IL-6©^%#^ft^«|^{c^$tiS (Ta 
ga, T. et al., Cell (1989) 58, 573-581) 0 
[0 0 0 4] 

iL-67>#=r-;* Mi, iL-6©£#;#im£tt©£M£is$t-&%JtT*&£„ 3 



2 
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A 

#2£ 1 1 — 054302 

*1*T?IC, IL-6KM-t&ffi<* (#fcIL-6S£#) , IL-6^#:lC>^f Sjitflt (ifiIL-6 
S^ttififtO , gpl30 iCMf-Sm^ (mgpl30 tfcm , IL-63fc^fls, IL-6X«IL 

miL-6^§#:J/i£McggLTkiU ^ < ofr<Z)$g£;b*&£ (Novick, D. et al. t H 
ybridoma (1991) 10, 137-146 „ Huang, Y. W. et al., Hybridoma (1993) 12, 
621-630 , S^ffffiM^giS-i-WO 95-09873 , ^ 5 > ffiM^IIWg-FR 2 

694767, #S4#at##US 521628 ) „ *#ttf:PK-l (Hirata, 

Y. et al., J. Immunol. (1989) 143 , 2900-2906) ©ffiJfttS!fcj£1g$g (CDR; com 
plementarity determining region ) £ hjft^^^ffif -5 ~ i:lC J: *J #^4xfc 
t hS!ftPM-l«t#*«^I&tlTV\«&" '(IS|g4$ftfflff£tH3 : -9W0 92-19759 ) „ 
[0 0 0 5] 

|$& (pancreatitis) fcju P^MttffciC J: U fiMB*Kl*lC£ V>T g BMft 

#^«^e ) (Z)IL-6^^^1«'|il-e$>€>Z:i:^?g^$tlTV>S (de Beaux A.C. et a 
1., Brit. J. Surgery, 83, 1071-5, 1996) „ £ Jfatf IL-effili, 4M£i$j£jg 

#©ms#i-c, <t vmmz^-tumz. mo^t-z-izitmis^izRm-? 

S't^f), «¥^©M^|gfe^«W^Sfcft©Ji«K;3a;-S4:#it.e>*lTSfc (Inag 
aki, T. et al., Pancreas, 14, 1-8, 1997 ) „ 
[0 0 0 6] 

Z.ft£T'&&Wlk'e&. IL-l&tfTNF tfmMt$$<m&~?Z>ZL}ltfijkm2ftT 

nvrj h^>f yizft-tz&mfozxK^v^T'itmmti*:'?. jttzm&w 

\s<W,'P~? -SZlilJ^^^tlT^-S (Denham, W. et al., Gastroenterology, 1 
13, 1741-6, 1997) 0 £ £ tC, £ M V^#ifc<D^-ge©fi^#i&#f 

=E-r : ;b$:;lg^T&£;flT^£ (Norman, J. et al., Surgery, 117, 648-655, 19 
95, Hughes, C.B. et al., American J. Surgery, 171, 274-280, 1996,, Norma 
n, J. et al., Surgery, 120, 515-521, 1996 ) „ 
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[0 0 0 7] 

it, iafH © * ^ & £ £ v *JBMfe © ^ BfrX £ L <fc 3 £ & % 

©T*&5„ 
[0 0 0 8] 

£©^Bfrxtti&#a!f&*«i-*. 

[0 0 0 9] 

*5#£©^fifrX«:te*35S:&#-r&. lL-6^£Mc*f-r zmMtZ-Mffimz. ft 

^L<«t (c mm) zm-t&o 

[0 0 10] 
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*mm&$.t^ o) tufa <d — (8) izmmmL-eyy^n-^h^mn 

(10) fffSH (1) ~ (8) lCffi«©IL-6T>*=J— >t 
» i: L T « * £ » & K'ts « #fll?£® HTM 30 & £ . 

*^^«^e>lC (11) fffsH (3) ~ (8) lCffi«©IL-6g£#fc:*J-rS#i 

[0011] 

IL-6T># n — 7. bit. lL-6lZ£Z>*/!f-f-]l,fcm$:m$ftL. IL-6<D£#j^#tfg 
tt&MF"r«4MCT?*><&. IL-6T># dT-^ Mi. L < &IL-6, IL-6^fls 

&tfgpl30 ©V^i ^ ^*^(Z)^^C*f•^e|Ja#>f^M$:^-r^#>KT*$>So IL-67># 
h £ LTte. #SA«*ftIL-6m^ ffilL-SS^ttJfttt* *igpl30 IL-6 

[0 0 12] 

*&wxmmztiz>mL-6ffim$. tetany®.* m^x?xv t? u-±;vxit^ 

[0 0 13] 

3© J: ^SnC-flc LTtt, MH166 (Matsuda, T. et al., Eur. J. Immunol. (1 
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4# ¥ 1 1 — 0 5 4 3 

988) 18, 951-956) ^SK2 ffiifc (Sato, K. etal., ^210 H*^^^*S^ 
, 5MffSB»(1991) 21, 166) ^E^tf&tlS. 

[0014] 

Jlflsifttcii, fi^:IL-6^^t# : &^•r^^c^i^^(^)J:e)ic , rtl^^<^:v^ 0 m# 

3t#©«5f^*Fifi(il LT^MStlS.t 'ML-614, Eur. J. Biochem (1987) 168, 54 
3-550 , J. Immunol. (1988) 140, 1534-1541 , 3b£V^£Agr. Biol. Chem. (19 
90) 54 , 2685-2688 K\MtttStlttIL-€m&?-/T J WtmWtm^&Z. 

IL-6©a^@H^J^^©^^^^-^}c^ALTjiS^^3£«$:^S« 
^©^iiiMiJJXte, «il±»cfi^e>B6<r©IL-6geKS:4Jtftl©* 
STCflfSU r©#«IL-6fieRS:«f^tFtlRi:L/TfflV^tltf J:V^ 0 - IL-6S 

[0 0 15] 

CI ©ffittim^Sitffc U, IL-60HL-6 

& pi§ u x il-6 © ^w^»?sffi©«iiijia t*i ^ (nfcrn. * mm-t * . 

[0 0 16] 

3tf)<i:'5>&#T;#:£LTW\ MR16-l#t#: (Tamura, T. et al. Proc. Natl. Acad 
. Sci. USA (1993) 90, 11924-11928), PM-lJft# (Hirata, Y. et al., J. Immu 
nol. (1989) 143, 2900-2906) , AUK12-20jn;#, AUK64-7 fttflt&S V*«:AUK146-1 



m$E#¥ 11-3073541 



4f 3|Z. i 1-0 54 3 0 2 

5 (H^fftB^^-^wo 92-1 9759)^ ^ ^#tfe>ti^> 0 e> © e> *> t* 

[0 0 1 7] 

PM-i^ftM^N'T^y K-vjWje«ctt % PM-l£LT, 
^Xlgff^M (^«jRo < «rp*l TS1 #3 #) IC, ^2 ^7 JflOBtC 
, FERM BP-2998fcLT^^^ h^J»lc3lr5.^H|g5*tt3*iT^S. 3; fc, MR1 
6-1 tfL{fcM£.^4 ZfV K — ^^ffl^^li. Rat-mouse hybridoma MR16-l£b"T\ X 
«S*Bfc£#X«3BSU!rW3feffi (iij|o<lMl Tgl #3 f ) ic. sfrft 
9 ^3 £13HJC, FERM BP-5875*: Lt^^ h**&tCS^^aiR#tE.S *IT^ 

So 

[0 0 18] 

* tfti^M^(Dm^tAMt LT£U§£*i&fc: h.IL-6S*#tt, BWN4#l ! i : ffi«4fcHr# 
#EP 325474 {C. V 9 X IL-6g«#B: H *4#WffiH^BI#-&iftB|5p3-155795JCHI 

[0 0 19] 

iL-6g^#.siaKtt, mmm±iz^mhx^^ : b(Dtmmm^ »; ikjbr ut ^« 

. (»T$8ttIL-6g§#:) (Yasukawa, K. et al., J. Biochem. (1990) 108, 6 
73-676) t©-gg*«ft5. WM«IL-6^#:^tt|BjggJ^lc^LT^SIL-6 



ftSESf^ 1 1-3073541 



4f ¥ 1 1 — 0 5 4 3 



[0 0 2 0] 

osmesis ^©^^jgs^xtt, ««±?iitfi^e)B«r©iL-6s«ftsa 

t: ML-6S«#&3- Kt-ScDNA&^tf^^^? KPIBIBSF2R Sr^-TS^cJB 

e (E.coii) sp^jc^ (1989^) i £9 B^nmnm^^ni^jimnm 

fflZZffilZ, HB101-PIBIBSF2R thX. ^ttS^FERM BP-2232£ LT Zf^^T. V3k 
[0 0 2 1] 

t;^n-t^Si#i:bTff5ii:^t5, #MT*^M£*i£*agpl30 
tlx, ^tcHSLaj^fijRo^y ^n-^m#*«iSF* Lv^ 0 flfflSfr^Si^tf)^ 
y ^ D-^-;i/^i: LTii, /\-f :/y K--7K:jg£S*i*%<z>, fc^fctfit^M: 

=btf>#&£„ r©m^»gpl30 <g>3hiC J: IL-6/IL-6^<*:^#: 

<Dgpl30 ^©M^^I®SLTIL-6©^^#^[4©Ml^^©^^^m-r^ = 
[0 0 2 2] 

Z<D£?tetfLfo£ Lttt, AM64irt#: (#58^3-219894) , 4Bll^fe * tf2H4 
(US 5571513) B-S12 fctfr J: tfB-P8m# (4$B8¥8-291199) &£f#Wo 

mgpi30 ^ / # n-^;i/m#:jg£/W:/y K-vti, l£*»K:tt^tt*|ff&ft 
Mb, J£tT©«fc^fcbTf^K^S«. f gpl30 &iMIi:lttMb 

i^Stc j: o ®3T<z>x* y-r^^Ssfcfc y, =ey 

[0 0 2 3] 
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11946 (Cg|^$tl^gpl30 stfedF-/T$ y^SE^J£MV^3£CJ:oT#e>*l,& 

o 

g P 130 <©a^BB^J^^©^/<^^-^{C#ALT3i^J&?g^ilfia5:^ 

*<Dm£mm*pxits «*±»*^e>Bfi5©gpi3o sasc£&#i 

gpl30 £3B3ILTV^$jm>gpl30 gfifi:|j!©gfili: ©®fe-£gejR£ 
[0 0 2 4] 

mf-DWM&W}^ Mill v^x, 5*;K Ai^^-WM^n^. 

y'fT*)*l*. ^ftlfttC'Mu flEfNftliC&PBS (Phosphate-Buffered Saline ) 

7n>f > h^r^a;t> hfcaijfi^U SLfls«, Hjf?Llfr#JlC4-2lBS 

[0 0 2 5] 

, -tT'tC, 4k%l<Dm* Oimffiffi, P3X63Ag8.653 (Kearney, J. F. et al 

. J. Immnol. (1979) 123, 1548-1550) „ P3X63Ag8U.l (Current Topics in Mi 
crobiology and Immunology (1978) 81, 1-7) , NS-1 (Kohler. G. and Milstei 
n, C. Eur. J. Immunol . (1976) 6, 511-519 ) „ MPC-11 (Margulies. D. H. et 
al., Cell (1976) 8, 405-415 ) „ SP2/0 (Shulman, M. et al., Nature (1978 



9 
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) 276, 269-270 ) , F0 (de St. Groth, S. F. et al., J. Immunol. Methods 
(1980) 35, 1-21 ) . S194 (Trowbridge, I. S. J. Exp. Med. (1978) 148, 313 
-323) „ R210 (Galfre, G. et al., Nature (1979) 277, 131-133 ) 

[0 0 2 6] 

, $;i/X5M> %<Djj& (Kohler. G. and Milstein, C. , Methods Enzymol. ( 
1981) 73, 3-46) tglzm CTfT Z> d £ tfT'g 

(peg ) , -&>#-r^;i/* (hvj ) qtffimmzti. MizffiMiz£vm&$hm$: 

[0 0 2 7] 

&&mm * i-i om t -r %> <D £ v v ^ . mmmmm^ izm^& tgmm inttt 
.flAtr, ttfffi^ in- ^mmm<Dmmz^mmpmi6Ao^mm. mem tgmwi. t 
om. z<Dm<Dm&mzm^^ftzmn<D^mm&&m^mT*%>v. 

*fe l J&hm (fcs ) ^©ttii^^tsittit'is. 

mmm^iz. mm^mmm tun - t (^m^A^mmmmm^x £ < 

ffl-£U ^#), 37rg^lCiDMb^PEG Mxfl W3H^*1000-6000 S 

gCDPEG &ffi.*7&n. 30-60 % (w/v ) (DmmxmUL, m>&-?Z>Z\£iZ£'oT 

mkmm.i>. m'bLx±mz&£?&mft*:WiVMirz.iiiz£y/\j-7v f-v 

[0 0 2 8] 

m&J\>C7V K-vte. IfcDlMtt, MAH HAT 
3*1*. ^^HAT «i«T'©^itt, g«li:tl>M/'JF-7M©I§ (# 
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[0 0 2 9] 

;mth5in-T»E Mx.tfU266£i&£$i* mM©mMX&£tM2g3M 
JB^©*i-&$gttS:^'*'<5ffiM©fc: NtSft?:#Sii:%-esi5 (#^1-59878 # 
BR) o fc: hintffcfite^-© W\°- h U -&%i?Z> V^zst.Vzl — v VM 1 ®) 

izmmxi-imm^mmm^m^-L. m^^mizm^mm^n hm^^mmvx 

(mffikftWfttim&ffl&^O 93/12227 , WO 92/03918 , WO 94/02602 , WO 
94/25585 , WO 96/34096 , W0 96/33735 #flg) „ 
[0 0 3 0] 

[0 0 3 1] 

0fj*.tf, ffiIL-6gmft$Lfcm&n4zrV F-*?(Dftmi*. 4#g§^3-139293tC|f{! 
< tfr&Jfcl TBI #3 #) IC, 3^2 ^7 ^10HiC % FERM BP-2998£ IT 

•f*^ htkffiizm^gm^nzftfc.pn-m&mtt/^j^v f-^&balb/c^ 

A-f^'j F-">r£jI^&i£ife, 10%tf'2/JteJlJfil«N 5 %BM-Condimed HI 

(Boehringer Mannheim $g) -g-;£RPMI1640igi&, ZfV F — VSFM igife (GIBC 

0-BRL §g) , PFHM-II igiffi (GIBCO-BRL §g) ^fg»l^ *©«#±fll^ £>PM-1 
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m# & was* &#^4Te> 

[0 0 3 2] 

&&ffi*m^Xm&Z^f=.MM^Mifl<fc*m^Z>ZL£tfT*%Z> Borreb 
aeck C. A. K. and Larrick J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Publi 
shed in the United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#M) . 
[0 0 3 3] 

^©«T^ (V) K-r§mRNA$:#||fr^ 0 mRNAOD#H«, ^^KO*Ss, 

#f3-&> tfY—Vy 3§ (Chirgwin, J. M. et al., Biochemistry (1979) 

18, 5294-5299 ) „ AGPC& (Chomczynski , P. et al., Anal. Biochem. (1987)1 
62, 156-159)^ICJ; U^RNA ^cMM mRNA Purification Kit (Pharmacia^) 
^Sr^JS hTmRMZmWl-?£ 0 QuickPrep mRNA Purification Kit (Phar 

macia ^) Zm^^Z Z. illZk VmRnkZWilgmWI-t Z> Z. HtfVg £ a 
[0 0 3 4] 

mbftf~nmAfrbmm.?fBmzm\<^TifiW ^©cdna^e^t^,, cdna<e>-£ 

AMV Reverse Transcriptase First-strand cDNA Synthesis Kit 
Tff e>Zl£#T?^5o cDNA^^^Jr^ffifig^^^fCiiS'-Ampli FINDER 

RACE Kit (Clontechjg) fecfctfPCR £ M ^ £5' -RACE & (Frohman, M. A. et 
al., Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002 ; Bel yavsky, A. et a 
1., Nucleic Acids Res. (1989) 17 , 2919-2932 ) ^ffflfS^il^tiSo % 
£>*l£PCR B ft fc-TSDNA WT#«8:*MgU ^*#-DNA t^-T^o $ 

[0 0 3 5] 

(C «c) $rz/-K1"-SDNA tmt&L*. Z.tl*#m'<4r*-^m&7ktlo 



1 2 
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£ mm £ -fr £ ^ £. # T? # § c 
[0 0 3 6] 

tzft&Lfcmmz-miAz.mffifc (chimeric) nhmit ( 

Humanized ) ^ftl:ifflT't5„ Z.nt><D*kMttm*. mn<D^m^m V*T3H3S 
^^ififtkfc, B&SBtf>J:^cLT#fctn;#V MSUcfcn- K-TSDNA l:t:h^ft 

c mm^zi- Ki-*DNA hjsseu 3*i£3g^^#-ica<^&A,-e}i£{;:^A 

fcfCfc *J»e>*lS (BWH4#lrffiK4*l8#-3EP 125023 , SBI4#ffr 
ffi0^^S-tWO 92-19759 #M) . 3 (Z)gE*PCD#i£$:;g V^, fc* 

[0 0 3 7] 

MAH ^r^^PM-im#©L it;fe<fct>*H m<DV 3 - K"T SDNA 

^ KJ£, &*pPM-k333J:tfpPM-hl£;ffr££;t-U 3©^"^^^ F^^i"^^:® 
National Collections of Industrial and Marine Bacteria Limitedjc, 
1991^2 JI11B&C, #*NCIMB 40366 NCIMB40362 £ IT hgtlfolzm 

t: hMffcStttW:, (reshaped) htfiifril t: hJK^©"S?L» 

®, M*tf^tf*Sfi#©ffl«tt&JM«c (CDR ) fcfc: hffi#<Z)ffl«tt&£1B«/\ 

mj^^r^##EP 125023 , mm&wt&wjkmm^wo 92-19759 mm) . 

[0 0 3 8] 

^ttffitCW:, V^XjiiflscDCDR £ t htfifa(D Z7 U- A ? - (FR; framew 

ork region) feaUg-T* J:-MCg£ff UfcDNA SJ^IS:, pfcSgflJ tC - A-^ y 



1 3 
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f£ = ^e>tL^DNA NfiiftC K-TSDNA £5t&£U #CV*T?383S'< 

#ffai^^##EP 239400 , my&mmmm'Jkm^w 92-19759 #m) . 

[0 0 3 9] 

7^ y ^Srg^bTt; <fc V^ (Sato, K.et al., Cancer Res. (1993) 53 , 851-856 
) - ■ 

mtlsTIZ, Cr^W&tt. Mill Cri , c 7 2 , c r 3 XJi c r 4 ^ 

ffi#C LTfc J: V*. 

[0 04 0] 

(HI£if##ffiH4*W#-&W0 92-19759 #M) . 

[0 0 4 1 ] 

human cytomegalovirus immediate early promoter/enhancer ) <g> 3. £: 



1 4 
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[0 0 4 2] 

7>#w ;i/x4o (sv ^fo^^^^n^-^-Zx^^t-^t: hxn> 

¥-i/3>77^^-l a (HEFla) & if ©I®?L^fflfl&E&5fc<Z) ^ □ =E- * -/X 

#f*-li. SV 40 ^nt-^-Zl^A^t-^f^tSi^, Mulligan 
& (Mulligan, R. C. et al., Nature (1979) 277, 108-114) , * fc, HEFla:/ 
n : E-3!-/X>7\>t-S:^t5i^ Mizushima (Mizushima, S 

. and Nagata, S. Nucleic Acids Res. (1990) 18, 5322 ) iZ'&pL&mMlzMM 

[0 0 4 3] 

^m^^^ui^m^^mmmizm^^^xmm^^^^t^x^^. m*. 

lizfU^ — Z — £. LTli, lacZ^n^E-^ — , araB^n^E- # - 
T££o lacZ^n^E-^-S:^Mf Ward^©^^ (Ward, E. S. et al. 

, Nature (1989) 341, 544-546 ; Ward, E. S. et al. FASEB J. (1992) 6, 2422 
-2427 ) , araBT/rJ^-#-&^M1" £l§-£\ Better P> 00 (Better, M. et 
al. Science (1988) 240, 1041-1043 ) 

WiS. pelBi/y^-;i/@S^J (Lei, S. P. et al J. Bacterid . (1987) 169 , 4379- 

4383) z&.m-tn&£^o ^v7^xi±izm&t$nfcmfcZifrMvt^ m&v> 

W&$:MtylZ 'J7t-AK (refold) LtftffltS (M*-&. W096/30394£#M 

> - 
[0 04 4] 

mmmmnvxit. sv 40 , ^y^-v^;!/;*, r^z^-f 9*/;^ 

n-v^>r;i/^ (bpv ) ££>&c, it^iiiijfe 

Uzii/K^^*h^>^7ai^-if (APH ) 3Se^ ^^i?>^^--if (TK) it 
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*mm*v>?-y<yT->fcx*vtf*/j\sh^>7,7x. : 7-ii (Eco gP t) 
ate*, ^tKnits« (dhfr) aae^sr^tf^t^-ess. 

Z>o %ifaW&<Dt=.&>V>M%.?k\t. in vitrofej;t)fin vivo ©I£^^feS 0 in v 
itro©jg£3Rfc LTBu J&RifflJB Steffi* *M£*-$> &m&& 

[0 0 4 5] 

*^5„ s&ftjWis^L/Ttt, a) m^mmm. cho , cos , ^mn-v 

, BHK (baby hamster kidney) , HeLa, Vero&£:\ (2) J^£3^fflfl&, Mill 7 
7'J3t!7^»»tt &-£>Vx&(3) SAW, iill sf9 , sf21, Tn5 
&£#*ne>*lT^&„ ffiWflgilbTli, I3f7t- #A#Ja (Nicotiana ta 

Tit. SP#, #I;U£> "9" y # n ^ -fe * (Saccharomyces ) M> M;U£1J- y # □ 5. 
-fe^. • -fe (Saccharomyces cerevisiae) „ jft^ffl, J£ T^. ^;i/3f;i/ 

*M (Aspergillus ) ix.tf7^^;i/^;W • — jtf— (Aspergillus niger 

) &£#*ne>*iTVN& 0 

[0 0 4 6] 

««*iuiB&teffi jttSfiwiiS&Mv^s^^**. ii«iiiT& 

, ±mm (e. con ) , ttma^fti&nTvvs. 
m&aiHjjBJc, Bttfc**ffi#3t^&^K*£«icj:ys*Au osmesis 

JCt£v^f5o ^Jill Jg^ilLT, DMEM, MEM , RPMI1640, IMDM£teffil)-£ ^ 
tm'JlJhm (FCS ) * fe. «t 

#3t^&«AUfcilWJte«:»«©I|[K^#i-ii:K:J:y, in vivo ICT^ftS: 

[0 0 4 7] 

in vivo ©M^tbTH »%S:«ffl'rSS**^ffi«jS:fe« , r*K 
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(Vicki Glaser, SPECTRUM Biotechnology Applications, 1993 ) . 
[0 0 4 8] 

•T^o SifratC^^ffAStifeBl^Me^S^tfDNA Hi^St^OKAttAL, 

& ^"V^tC^ffi LTfc J: v\ (Ebert, K.M. etal., Bio/Tech 

no logy (1994) 12, 699-702 ) „ 
[0 0 4 9] 

*>f 3JC«|{SS-tt, i©*>f 3©fr?RJ: y^S©Si#S:»* (Maeda, S. et al. 
, Nature (1985) 315, 592-594) „ S P> {C, '# A3 V^#-&, B&}<DtfLfoM 
fc^-Zmys^lftm^? flJA&pMON 530C#AU ^O'*** — fcAgrobact 

erium tumefaciens tf> J: 3 terttr-r- V TlC#At"S 0 i©A^f U7fe* A3, 
#Jx.&Nicotiana tabacum {CJg&SfeSIt, A=l©2£<fc yffiS©trt#&#S (Ju 
lian, K.-C. Ma et al., Eur. J. Immunol. (1994) 24, 131-138) 0 
[0 0 5 0] 

±i&(D &Z>lZin vitroXtein vivo <D&&&KLTffi{£&m£.?*&&. tfLibM 
m (H 01) Xtt60t(Lfc) £=I-K^£>DNA &»U*K«^'<#*--JCilB«W^ 

A &^-©38^**-Mfl*5&A>T?. ^sE£^K3£#l3i*T * «fc (IWgHffF 
ffi«4*M##W0 94-11523 #fig) 0 
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^©{^tfF^T'&oT <fc^. MxJ£, £i#<£>#T#£ ITS, Fab , F(ab*) 2 , Fv 
3U*H mm ^©Fv&aiS^y^^-Tfa^ga^rfeS/^y^a:^ >Fv (scFv) 

[0 0 5 1] 

*#-lC^AL£:^ aiS«Sl&^jWiieiT»3SS*S Co, M.S. et al., 

J. Immunol. (1994) 152, 2968-2976, Better, M. & Horwitz, A. H. Methods 
in Enzymology (1989) 178, 476-496 , Plueckthun, A. & Skerra, A. Methods 
in Enzymology (1989) 178, 476-496 , Lamoyi , E. , Methods in Enzymology (1 
989) 121, 652-663, Rousseaux, J. et al., Methods in Enzymology (1989) 
121, 663-669, Bird, R. E. et al., TIBTECH (1991) 9, 132-137 . 
[0 0 5 2] 

scFvii, m#»H my mmm m®zmu-?z>z£.K£vm*>ft,z B z.v> 

scFvjCfe^T, H fgtffcL fcV &m*V t&t. L < KU > 

i3 — ^^LT^^^tL^ (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S 
.A. (1988) 85, 5879-5883) „ scFvfc£tt£H fl&«i3J:tfL «V _L 

[0 0 5 3] 

scFvfcn- K-TSDNA iygEm#:tf)H ilXte, H £V «c&=i- K^SDNA 
, ;}3J:tfL StSCfctU L &V M^Srn- K"tSDNA U ©IE#J£> ? 

£ ©ffiM© 7 S 7 BfcBB^J £ =i - K-T* DNA gp#£, -eoSS^IttS^v-f 7 
— ^flrffl V^TPCR J: yjffiiiliL, #;v^, $ ^(C^^ F U V * — SP^ S: n — 
K-T&DNA fcJ:tff©IS*S:#<rH il, L J: 5 »C^-TS^>f 

— H.scFv$:n- K-T -5 DNA A^ISStltltf, ^tl fc^l"*^'** 
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[0 0 5 4] 

It, 3KUx^i/>dry3-^/ (peg ) 3f©«.«#dP I, 

[0 0 5 5] 

a*#tf£>*l£ 0 7"Dr^>i jb^K:j§V>SJB#i:LT, iill Hyper D. PO 
ROS , Sepharose F.F.^#tf e>*l& 0 -£tf)fifi, ®S© # %.T*$im £*lT 

[0 0 5 6] 

#ff£>*l<5. 3*l£>tf># n V h ^57-f -teHPLC (High performance liquid ch 
romatography) tCMML#£ 0 5£*gHPLC (reverse phase HPLC) Srffi^T 

[0 0 5 7] 



1 9 
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4f ¥ 1 1 -0 5 4 3 

T#«o iT&fc*). !»3fcS©?|(^lC«tS«^lCtt, PBS 3 lC#&3RLfcffc, 
280 nin©l!&ft y g£ti5£U 1 mg/ml £1.35 0D tbtlffitS. EL ISA IZ 

PH9.6 ) -e 1 Ag/mHC#3^L^-Y^mtl MgG (TAGOSS) 100^1 £96:rC:/U- 
h (NuncgJ) ICJDX.. 4 1CTf-lft>f >^.a./<-S/a>L, tntffr&Hffiffe'rS. 7 

, &*V*fcMRS£ lit MgG (CAPPEL$g)100/* 1 fcj&flDU MlCTl«fW>f 

[0 0 5 8] 

gfe^^> 5000>fg#${ bfc7J^'j7*777^- ^«IS»St H MgG (BIO SOUR 

cEm) loo/ti srftr^., ^mjct lmm-fy*^^- h-*z>o mnmw. 

*:tiQ7LJ> :3 r=L'<—Z/3>(D%k. MICROPLATE READER Model 3550 (Bio-Rad ^) 

*»w*e«ffls*i*iL-6*3g#tt, ih-^mwhom^^mv. _&oil-6 

IL-6£j»-£&K:Sg-£-r$#, IL-6<Z)£4^l^g'|££fcML&V^&, IL-6lCj:S 
[0 0 5 9] 

IL-6Bfc^#&, IL-6©r3 ^ Wm&W<D7 ^ / g*«3l«:S3l"f -5 3 £ \Z J: y 

S*Abt^S$*i«. IL-6ft|£#<z)t>^:i:•^fcSIL-6^i■€■oa*=ferat><fc^^*«, 

tf, WHAT IF (Vriend et al., J. Mol. Graphics (1990) 8, 52-56 ) £MVMT-£ 



2 0 
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So 

[0 0 6 0] 

IL-eafc^fctf^ftM^ Brakenhoff et al., J. Biol. Chem. (1994) 2 

69, 86-93 , &tKSavino et al., EMBO J. (1994) 13, 1357-1367 . WO 96-1864 
8 . W096-17869lCH^£*lTV^o 

VN^f^TfeSo BPt3, IL-6gp^^^KX«IL-6^#:aP^^F^IL-6^ 
#X«:IL-6lC*g#U ZLtlb$:ffif&-tZ>Z.}llZ£ y IL-6<Z)IL-6^#:'\<Z>M-£r£ 
^HftJCfflW-r*. IL-6©£t^l^£ffi£'£^L&V^i?K IL-6JCJ: 

[0 0 6 1] 

j wmmz & v \ r il-6 n i L-6^^flc i: tc ^ t> z> mm<D- uxit ±m <d t ^ 

-/Bftffi^J^&ftS-^^ KT?**. 3 0D<fc e>&^^ Ft*, ititlO — 8 0, & 
*Kli20~50, J:yff*b<tt20~4 0^0)7^ y»JKiS**e>fc*. 
IL-6gp#^>^ KXttlL-eS^frfflS^^^ Kte, IL-6XttIL-6S«flK<OT 5 

[0 0 6 2] 

mMmx.Mffift<D&m. m^Mmm^mizm DT#63i:^ts 0 

[0 0 6 3] 



2 1 



ffifE^^P. 11-3073541 



1 1 —0 5 4 3 

Mv^e>ti*««3i©asiicj:yBoc ^iiFBocigic^sasns. 

[0064] 
[0 0 6 5] 

#BB¥7-324097, #^^8-311098S:t>*^ffl#fF^#US 5210075lC|fg^$ *lT Vn£ 

o 

[0 0 6 6] 
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.BSF2 £ig#U 3*UC U (S|B£&ClL-67 > # h i± S 

;ifctC«kyiL-^ft#tt*HJBS© 3 H-^* ^>Ifc&#£$i5gi-;m£J:^o IL-6 
^#^»^T*&£U266&ig#L. 125 I «9JIL-6«:«&flllU PWCIL-6T> 
#=f-;* h&#Dx.S3i:lCJ: y, IL-6^#:^miC^L^ 125 I ««IL-6 
£ MUM So _hlSTv-fe>f*K:feV^, IL-6T>*^— ^ K%#«S-&*»tCjD 

a. il-6t h&^*fi:v^tt3> hn-^s&fet, mmx-m^titcm 

* JfcKi" *l «IL-6 7 > * =Tn * h © I L-6|fiW?£'[£ S ifc^ifi. 

[0 0 6 7] 

M»«S&**f>lMK©m*aJc# £ r i: ic <fc y ff e> d £ # T* # £ . * fc , 

[0 0 6 8] 
[0 0 6 9] 

kg&£tJ0.01 mg fr£>100 mg<Z><8BS*T?jlfc£*l<&. &£t^3U B#fcfc *J 
1-1000 mg , $?£L<te 5—50 mg CDa^tSa-SifctfTfSS. 
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[0 0 7 0] 

B^ftfcflF«3ft*^8H8** a?-^, )KU fcf-;i/r;i/n-;i/. jKUfcMjl/ 

^fT'JJI/7^-M ^f7'J>i, t Filf7;i/^> (HSA ) , v> 
[0 0 7 1 ] 
H ifi« l . 

B6-ML-6 Y'yyT.V^ — v V 7.XIZB6^? V (hIL-6 h 9 > * 5? x — «y # 
(Clinical Immunology and Immunopathology, vol.82, 117-1 
24, 1997) lZ±)ll^(> (caerulein , 1&fr*8&$i)' U 5 

Oytig/kgfel B#fS££tC 70, Vtf^CIWBfttt-^l/fc. ZL(D£%> mv?;UL 

-6^^#:^y ?o^-;i/Kfl£MRi6-m, ft^O(Dir;i/U>r >ig#©it:fffic, 1 mg/m 

ouse&v^^«»lDRJ:yia#L/fe. 
[0 0 7 2] 

3>hD-^.tC»fit*<©«f« (PBS ) fcjgv^. 8B#ra^HC, V "7 * £g:s&?E 
1 tC^1- 0 PIII»l:0 2~4l3t„ ^ JMT^ ^-if3- K^>^> ( 



2 4 
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^h*J/'J>iti;> (HE) tCTSSfelfe. ««[«TICT««-Lfc 0 
IL-6 * T^^afCBtt? OE^V}*) ICttLt, -fe/l/l/ 

[0 0 7 3] 

wiRWj&iMfetu #M#^?LT£yPifetf3t?fbT^£o iL-6h^ 

2? x — <y * V# * ICMR16-1 3 h JC <fc y % -€-(Z)"fe/b 

xg¥ (03) fclEfirvtfxS (0 2) Z&m-tZH. JEHSWXiD&ifiWMteZ 

<vmmtfm<. ^m^mmmz^v^nx^smm^mi)^^ rtui, mr 
i6-i&*g^-r szi^icj; y, &##jie>ftfc (H4) . i^ot, iz;i/u-f> 

o 

[0 0 7 4] 

ilii. 

B6-hIL-6 h9>^.S^3i — y * V?XXl£B6V?^ (ML-6 h ^ > * i ~ y ? 
"7 ^XCOI^J^^F) (Clinical Immunology and Immunopathology , vol.82, 117-1 
24, 1997) JC, ^aAS*lC«f»bfe"fe^/l/>f > (caerulein % f8fr?&&9g) 50 

&7c#)> **J©-fe;i/ 4" HB£tCLPS (lipopolysaccharide, Sigma?±ig) 

1 mg/kg£Kl£P*3ig:-£L£o JnS"7 9^IL-6S^#=Ey * D — *-/l/#t#MR16-lHu 
ft*J©iZ/I/l/>f 1 O^tutC, lmg/mouse$: V ? ^JSfMii! J: y#-£bfc, 

3>hn-MCttSifl:o»I (PBS) £MVn£ 0 8«ria«tC, Sr^sgJE^: 

[0 0 7 5] 

IL-6h9>^^a:riy ^^^^tCM^JPlftSfBjabfea^ MR16-1 £&#lT S 
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[0 0 7 6] 

Yamasaki£><Z>:fr& (Yamasaki, K. et al., Science (1988) 241, 825-828) IC 
t£v>#e>*l£lL-6^#£:3- K-tScDNASr-g-fr FpBSF2R.236£M V^T 
. PCR &fC«k y^fm-6^#£ffr£L£„ ^ ^ KpBSF2R.236£1fiff|K#3S 
Sph I T'iftLT, IL-6^^^cDNAS:f#, Zl*l£mpl8 (Amershamig) iClfALfc 
- IL-6^flccDNAlC;* h*/^H F> ^^AtS <fc 5 iC^if >f > U dT^ 

^-fV-£M^T, 4 y\f hD5 n-^^i^i/^e/X^A (Amersham^) iCi 
tL PCR ^TflL-S^^cDNAfC^JI^ALfc,, r (DmftlZ «fc »J X F y zfzi F> 

[0 0 7 7] 

RT^ffiIL-6^#:cDNA§:CH0 aUST^^I- Sfcfc'IC, ^"^X^FpSV (Pharmac 
iafg) £3g#gS-1t\ FpSVL344 <M#fco dhf r©cDNA ^ X i~ FpE 

CEdhfrtCHind Ill-Sal ITf^ltf Lfc"^?gttIL-6g&#cDNA&# A U CHO 
31 FpECEdhfr344 

10 /tg <Dzf=77.^ FpECEdhfr344 £dhf r-CHOfflflg^DXB-l 1 (Urlaub, G. et al 
., Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220) A^i/r>A7^^7 
□cf hfcfcB$& (Chen, C. et al., Mol. Cell. Biol. (1987) 7, 2745-2751 ) IC 
<fc*K h7>X7i^hlfc D h^>;*7;n^ h L£CH0 «&lmM ^> 
, 10% jgflrFCS . lOOU/ml OD^nS/y >;}3J:tf 100 (i /ml ©XM/yhW*/> 

[0 0 7 8] 

r<DCH0 *H5&#n->£20nM~200nM ©JBS©^ h M/^-fe- h 7?*f? 
(BU t: h"5r*ttIL-6S«*M^CH0 «HilS«c5E27S:»fc 0 CHO ij$fflMc5E27£5%FB 
S ££tf>f *3-:7&3EdOW<=zi&ilS[ (IMDM, Gibco $g) T?i&§SLfc. ig^_k 
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mm. mm±mwz\tt$m&iL^&mtoifi&&+&z£.tfim&&titz. 

[0 0 7 9 ] 

2 . ffit: HL-6ffi#(Pfgag 
lO^g (Hirano, T. et al., Immunol. Lett. (1988) 17, 41 ) 

y b%^7^=L^> b ^h&lCBALB/c^T^&^U Jl}i4nciIL-6 

*ffiU sKU x^U^^U n-^/1500S:fliv%T^ain-'e*HJfi«cP3D12iglt-&S"ft 
fee /\>C7V F-V&HAT J££%£:j8V^&0ig>CZ)^& (Selective Methods in C 
ellular Immunology, W.H. Freeman and Co., San Francisco, 351, 1980 ) lCfi£ 

[0 0 8 0] 

stt ML-6i#:$:ii^-rs^-r^u K-^ttTsa©«fc e> tc LTIL-6^-^-T y -fe 

^£23;i&ofc 0 ^3&t)t>, '^ttfe^U tf— ^/S?©963?tV>f ^n^l/-- h (Dyna 
tech Laboratories, Inc. Alexandria, VA) 5:0. 1M<£> carbonate-hydrogen c 
arbonateig®?£ ( P H 9.6) tp"£ 100/il ©I'^Y^Xlg (10/t 1/al, Cooper B 
iomedical, I nc$g Malvern, PA) ICJ:*J4 tt'-l|2-Mfc 0 ?k\^T*. Zf\s- 
100 /i 1 © 1 %VZ/lkm7J\s-7$ y (BSA ) £-£frPBS ICJ:U^MT*2 ^IQ 

[0 0 8 1 ] 

Z1;JT,£PBS T;Wfrl,t=.&. 100^1 ©A>f^'J K- V^#_r:^S:^7\^in^. 
4 X;iCT-lft>f >=3r3.^- h Lfec ^b-h$:^Lt, 2000c P m/0.5ng/wel 1 ^ 

jjy^iJ y $ — (Beckman Gamma 9000, Beckman Instruments, Fullerton, CA 

) «bfc, 216 )\4~7V b-^?u-y<Do-h32<D/\-4zfV F-^tu-y 

^^MH166.BSF27bM#^tlfe 0 K/W :/U F~ V#jg£t-£iIL-6iticMH166 &Ig 
Gl «§?©-y-^^-r^$:^-t-5 = 
[0 0 8 2] 
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■D\,M:\ IL-6&#ffiV>*/W K-^^n->MH60.BSF2 ^MV^MHISS 
StfMCfcS^W^y F-v<Z)if^CK^3*fH?S'l4£li^£ 0 MH60.BSF2 M£ 
1 X10 4 /200/U Mil & 5 J; ?lC£iiU 3*UCMH166 mi^^ti^y^Jl^tD 
3., 48^r^#L/. 0.5 /iCi/ 7X(3D 3 H ^> (New England Nuclear, Bosto 

n, ma ) trtajir-& % hic6 mmmmzwmfc. mmzy^xyj kz-^-a 

-±JC&^, (Labo Mash Science Co., Tokyo, Japan ) 

f©|§M, MH166 J5t£MiIL-6lCj: y f§^£ *l5MH60.BSF2 fflffiO) 3 H 
©5l^^$:W*^#^lC|S§Lfe 0 i©Ii:J:tJ, MH166 ia#liIL-6©?SS^ cfi 
fa 3 £ £ #15! £ i: & o £ . 

[0 0 8 3] 

Mil- ^t: ML^g&ttJftttCDWg 

Hirataf>CD^^ (Hirata, Y. et al. J. Immunol. (1989) 143, 2900-2906 ) 
IZ£ »;f^fiJ£Ufc^LlL-6S*#tn[#MT18S:CNBrJC«fc *J *Stefb3"»fc1Z 7 7 n -*4B 
(Pharmacia Fine Chemicals^, Piscataway, NJ) t^#©^lC bfc*m^ 
-££-fc>\ IL-6^^# (Yamasaki, K. et al., Science (1988) 241, 825-828) £ 
mmisfro t :rn-^$Hfl&tftU266£l%^ h-> (Wako Chemical s$g) , 10 
■Kb y X# y -;i/T^ > (pH 7.8) JSJct^O.lSM NaClfc^tflmM p-/\°^T^ J 7 
x— # 7^^;i/7;P^-^-f K/W Kn^ny K (Wako Chemicals$g) 

{v^v-ymmwD -enfant u ^7Tu-*w¥-xtm&t< j &tc.mismfa 

[0084] 

BALB/cv?*£3 X10 9 «©U266j|!|IIJte^e>»fc±aB«|S^»3gIL-6S*frT10H 

o 5 X10 7 M © 11266$^ £ 35 S -*^:fr-> (2.5mCi) _tlB2?3fh- 
^JgflfSrCBraMfcLfe. ^^ftL£U266|ffl J B&£0.04inl^:ft<Z)-fe:7 7 n-^4Bl^- 
X£*g£S12:fcMTl8jftfl:i:iB^U h — >««8re6 |e|«fe?£U 0. 
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25ml<Z>*J3?h->mffi®. (PH3.4 ) IC£U 35 S - ;* — ->«gftIL-6§£# 
0.025ml (Z)1M Tris ( P H 7.4) ^tpjftlbfco 
[0 0 8 5] 

0.05ml©/\^r F-Vig^J:?f £0.01ml<Z)Protein G t770-^ (Phrama 
cia §g) i:?g-^bfc 0 «fc^bfc«. iT7Tn-^$:±f3-e^bfe0.005ml <Z> 35 
S «S*IL-6£gE#**i: fc%JC>T >3f^- Kfc, ft£Stfc»«f3RS:SDS-PAGE-e 

*i**n:frti, i«gi /c^©^^*^>f y&^-r*. 

[0 0 8 6] 

A>f^*y K-vPM-l#jg£-r&£i#©t: ML-6g£fMc2*"r<5IL-6<D*g-£IM 
?S4££H h 5:nn-^jiM*fcU266£mv^§i^£o t hiffii!*S!lL-6&*]MSJ: *J 
MgL (Hirano, T. et al., Immunol. Lett. (1988) 17, 41-45) , stf/l/ h > — 
J\Z/#—'&M (New England Nuclear, Boston, MA ) ICfcy 125 I*lgRLfc. (Ta 
ga, T. et al., J. Exp. Med. (1987) 166, 967-981 ) „ 4 X10 5 4BtiDU266jMli& 
£1 B3fHk 70% (v/v ) <D/\J?V F-^PM-l<D^#±»i3«kt> , 14000cpm© 125 
immL-6Z.H%Kt8mi,1L. 70/tl WZs^Jl* 400^1 ©7>f^n7a-j; 
3KU^l/>^a.-^K: 300/i 1 ©FCS±ICMU, SMXBffe, »IlfiJl©iS[»?S 

[0 0 8 7] 

Saito, T. et al. , J. Immunol. (1991) 147, 168-173 {CfE*£<Z)#i&tC «fc U , 

V ? * I L^g&ft & jg £ * CH0 ID J& S 1 0%FCS =fe * tf I MDMig* $t 

U *0i&*±»;fre>ffi^tf*IL-6gg#^#RS12 (±IBSaito, T. et al ${$ 
) fcAffigel 10^f;b (Biorad|g) tCgf^- 1/ j£T "7 -f — -ir-i* -^J7AI:M^T , 7 , 7 
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